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Kanograt Tangsriwong 1 *, Tastsanachart Jitreetat 2 rate was 83.6 % in concurrent chemoradiation group, 70.5 % in induction chemotherapy group and 65.7% in radiation alone. However, the overall survival rate and progression free survival rate were not different. Furthermore, the meta-analysis of chemotherapy in Head and Neck cancer demonstrated that concurrent chemoradiation had significant 5-year survival benefit (8%) compared with radiation alone. In contrast, adjuvant and induction chemotherapy did not improve survival outcome. Consequently, concurrent chemoradiation is likely to be the most appropriate treatment in stage III-IV laryngeal cancer to preserve the larynx (Rizzo et al., 2008) . In spite of these benefits, concurrent chemoradiation had considerably acute and late complications, especially dysphagia and recurrent aspirated pneumonia. Therefore, the need to identify the patients who are suitable for upfront surgery or laryngeal preservation by concurrent chemoradiation is very important. Many recent studies revealed that factors related with treatment failure include stage, hemoglobin level, male gender, continued smoking and large tumor volume. Rodriguez et al., (2008) explored retrospectively about clinical predictors of successful laryngeal preservation. They found that increased age and continued smoking affected poorer overall survival outcomes. However, there is no study of clinical predictors related with laryngeal preservation rate treated with concurrent chemoradiation in Thailand.
Materials and Methods
This retrospective study was performed at Department of Radiation Oncology, Rajavithi Hospital, Thailand, From January 2010 to October 2014.The patients who were diagnosed with Laryngeal and hypopharyngeal cancer clinical stage III-IV and treated with organ preservation were assessed retrospectively. Enrollment in these studies was limited to patients with age of 20-70 years, pathological reports-proven squamous cell carcinoma and had medical history, treatment and follow-up records in Rajavithi Hospital. Exclusion criteria were patients who had prior laryngectomy, prior radiation at Head and Neck area, receiving radiation dose less than 45 Gray, had impaired renal function (GFR <40), had poor liver function test, and poor performance status (ECOG > 2), had evidence of distant metastasis, who were pregnant or lactating and who had two primary cancers. Neoadjuvant chemotherapy is allowed when followed by concurrent chemoradiation.
All patients had a complete blood count, biochemical profile, chest X-ray and Head-and-neck CT scan before treatment. The patients were treated with conventional radiotherapy and standard fractionation, 2 Gray per day, 5 fractions per week. Dose range was 45-70 Gray. They were immobilized in a thermoplastic mask and treated on 6 MV linear accelerator. Dosimetry and treatment planning was performed with Xio version 4.8 with multileaf collimator 1 cm for two dimensional radiation and three dimensional radiation. The initial treatment volume including primary tumor, involved nodes and potential-microscopic spreading area were treated with 45-50 Gray at least. Dose for gross diseases were escalated to 66-70 Gray. Weekly or triweekly chemotherapy can be adding during radiation. Most patients (71%) received weekly platinum-based regimen and seven patients had cisplatin or carboplatin-5 FU given continuous infusion Day 1-4 and Day 21-24. Of the 69 patients who were enrolled in the study, only one underwent induction chemotherapy before radiation (Table 1) .
Patients were evaluated at monthly intervals as a first follow up, after that every 3-4 months for the first two years and then every4-6 months for the next three years. Chest X-rays were annually examined. Residual disease defined as tumor still seen in originated tumor site within 6 months after completing the treatment. Recurrent tumor defined as presence of tumor more than 6 months after completing the treatment with tumor disappearance before. Suspected obtained sites of residual tumor or locoregional recurrence were evaluated with routine ENT examination and scope, CT scan and confirmed by histopathology. Disease suspected distant metastasis was examined by CT scan, Chest X-rays and bone scan, but was not routinely confirmed by biopsy. Salvage surgery or re-irradiation were considered in a patient with clinical or radiographic evidence of residual disease or locoregional recurrence. Chemotherapy was given in patient who accepted the treatment in case of distant metastasis or locoregional recurrence who cannot be treated with surgery or re-irradiation. In case of poor performance status or refusal of treatment, we treated the patients with best supportive care.
The statistical analysis was performed by SPSS version 17.0. A p-value of less than 0.05 were considered statistically significant. Overall survival, disease free survival and laryngeal preservation survival rate were calculated using the Kaplan-Meier method. Univariate correlation between these factors and patient age, stage, tumor grade, primary site were analyzed by log rank test and multivariate correlation were examined by Cox proportional hazards analysis.
Results
Of 218 patients, 149 were excluded from the analysis for following reasons: prior glottis surgery (87 patients), withdrawal (7 patients), impaired renal function (7patients), impaired liver function (6 patients, developed metastasis (2 patients), developed two primary cancers (3 patients), loss of follow up (15 patients) and not fulfill radiation records (22 patients). Of the remaining 69 eligible patients, 25 and 44 were stage III and IV respectively. All the distribution of the primary site was 28 larynx and 41 hypopharynx. Of 69 patients, 67 were male and 2 were female, with a median age of 54 years (range 24-76). Patient characteristics are demonstrated in Table 1 . Median follow up time was 6 months (range 0-46.3).
The mean Hemoglobin level was 11.4 +/-1.7gm/dL. Most patients (46.4 %) had moderately differentiation pathology. Cord fixation and true vocal cord involvement was seen in 18 and 28 patients respectively. Only 15 patients complained of upper airway obstruction before or three of 69 patients continued smoking.
Two dimensional radiation was the treatment for 2 patients (2.9%), 67 patients (97.1 %) were treated with three dimensional radiation and none of patients was treated with Intensity Modulated Radiotherapy. Only one patient underwent induction chemotherapy before radiation. For laryngeal cancers, there were 21 patients received weekly regimens, 3 patients received triweekly regimen and 1 patients received other regimen (cetuximab). For hypopharyngeal cancer there were 28 patients received weekly regimens and 4 patients received triweekly regimen. With median follow-up time of 6 months (range 0-46.3), organ preservation controlled the disease with complete response in 14/28 (50%) evaluable glottis primaries and 19/41 (46.3%) evaluable hypopharynx primaries. Of 36 patients with residual disease or recurrent tumor, six were treated with salvage surgery, two were treated with tracheostomy, two were re-irradiated and four were given chemotherapy. In addition 22 patients were treated with best supportive care. In total, 53 of 69 patients received radiation dose of 61-70 Gray. After completing radiation, we found that 44 patients have no residual tumor within 6 months and 33 patients can preserve their functional larynx later with complete response (median follow up time 6 mo, range 0-46.3 mo). Of these 69, 36 has residual tumor or developed local relapse and seven were found to have metastasis. Median survival time was 12.2 months. The Kaplan-Meier 1-year, 2-year and 3-year overall survival was 50%, 33% and 25% respectively (Figure 1) . The 1-year, 2-year and 3-year locoregional free survival was 48 %, 36%and 31% respectively. The 1-year, 2-year and 3-year disease free survival was 42 %, 30 %and 22 % respectively. The 1-year, 2-year and 3-year laryngeal preservation rate was 49 %, 36 % and 32% respectively. Among the 36 patients with residual disease or local failure, there were 14 larynx primaries and 22 hypopharynx primaries. Local failure developed in 11 patients (31 %) with stage III disease and 25 patients (69%) with stage IV disease. Permanent tracheostomy during radiation. None of the 69 patients had more than two weeks interruption during radiation. (Table 3) . When a multivariate analysis was evaluated ECOG performance status 2 and presence of true vocal cord involvement factor was significantly associated with worse overall survival rate (Table 4) . On multivariate analysis, we also demonstrated that tumor volume more than or equal 10 ml and treatment break more than one week was associated with inferior laryngeal preservation rate statistically significant (Table 5 ).
Discussion
The study showed that 1-year, 2-year and 3-year laryngeal preservation rate was 49 %, 36 % and 32% respectively. According to our results, laryngeal cancer has no significant difference in overall survival rate when compared with hypopharyngeal cancer (Figure 1) . Kogashiwa et al., (2009) examined laryngeal preservation strategies with induction chemotherapy followed by concurrent chemoradiation in locally advanced laryngeal and hypopharyngeal cancer. They found that laryngeal preservation rate is 93.8 % initially and 3 year rate is 57.8 %, which is higher than our study. Also, their findings have better 3 year overall survival rate (67%) since their protocol is more intensive than our study (all patients were treated with induction cisplatin and 5FU for two cycles before radiation and followed by concurrent chemoradiation with nedaplatin or docetaxel). Furthermore, their patients had better performance status (ECOG <1). Forastiere et al., (2006) investigated about the contribution of adding chemotherapy to radiation in laryngeal preservation strategies. They compared the results of induction cisplatin and 5FU followed by radiation, concurrent chemoradiation with cisplatin and radiation alone. The study showed that 5 year laryngectomy free survival rate is 45 % for sequential chemoradiation, 47% for concurrent chemoradiation and 34 % for radiation alone (p=0.011). As well as the study of Posner et al., (2009) , the 3-year actuarial larynx preservation rate were 70 % with adding of docetaxel to induction chemotherapy regimen and 58 % with PF induction chemotherapy regimen (p=0.03). Whereas, the 3 year laryngeal preservation rate in our study was lower (32 %). As there was 17 % of patients who treated with radiation alone in our study. And, all patients was treated with the radiation dose 70 Gray in study of Forastiere et al., (2006) and chemotherapy regimen is triweekly or doublet chemotherapy regimen in the both studies, which is more intensive than ours.
In case of patient who unfit for received chemotherapy during radiation, Cetuximab plus radiation is an alternative choice for organ preservation modalities. Bonner et al., (2005) investigated about laryngeal preservation in locally advanced laryngeal cancer and hypopharyngeal cancer treated with radiation alone compared with Cetuximab plus radiation. They found that the rate of laryngeal preservation was higher when treated with Cetuximab plus radiation. In our study, there are only one patient received Cetuximab during radiation. The other 12 patients who unfit for chemotherapy cannot afford Cetuximab. So the laryngeal preservation rate was lower in our study.
For factors that affected laryngeal preservation in our study were nodal stage, group stage, tumor volume, true vocal cord involvement, radiation dose and treatment break time more than one week with statistical significance. When compared with other studies, the factor that affected on laryngeal preservation rate is also N-stage. Similarly, the study of Ramroth et al., (2011) found that patients with N1-N3 lymph node status was very strong factor on increase in mortality risk. The results showed that N1-N3 status had 3.5 fold increased mortality risk on overall survival. In addition, stage T3 to T4 have more than twice the mortality rate as much as stage T1 to T2 . Hence , T staging is also the prognostic factor that affected survival outcomes. In the same way, Rodrigez et al., (2008) found that patients with early T-stage have better survival outcomes and are treated with salvage surgery less than advanced T-stage with statistical significance. When we calculated the additional factor that impacted on survival outcomes in our study, we also found that patients with T1-T2 stage tended to have more median survival times (23.3 months) than patients with T3-T4 stage (7.8 months), p = 0.052. Furthermore, there are 115 patients with stage II to IV laryngeal and hypopharyngeal cancer in study of Rodrigez et al., (2008) . They were treated with conventional fractionated radiation 59 % and hyperfractionated radiation 41 %. The total dose was 68-72 Gray and concurrent with cisplatin and 5 FU for two cycles. Hence the treatment is more intensive than our study. They also found that continuation of smoking is one factor that affected laryngeal preservation.
Another factor that affected on laryngeal preservation rate is tumor volume. Strongin et al., (2012) analyzed the relationship between the primary tumor volume and cancer control in squamous cell cancer of the hypopharynx, oropharynx and larynx who treated with definitive chemoradiotherapy. The study demonstrated that tumor volume < 35 cm 3 had a better prognosis in terms of progression free survival (61% VS 33%, p =0.004) and overall survival (84 % VS 41 %, p <0.001). Likewise our study, tumor volume (less than 10 ml) had better laryngeal preservation rate. However, T stage and N stage were not significant factor on recurrence or survival outcomes in the study of Strongin et al., (2012) , contrast to our study. The possible reason that make this point different when compared to our study is most patients of their study were oropharyngeal cancer (65 %).
The recent study of Grover et al., (2015) investigated the pattern of care and survival outcomes in stage T4a laryngeal cancer treated with total laryngectomy, to compare with laryngeal preservation. The study showed that patients with laryngeal preservation has lower survival rate. On the contrary, the former studies demonstrated that there is no difference in survival aspect between total laryngectomy and laryngeal preservation in locally advanced laryngeal cancer, which may not be applied with stage T4a . Therefore, we implied that stage T4a may affect survival outcomes in laryngeal preservation.
Performance status is mentioned in the study of Grover et al., (2015) at one of the potentially important confounding factors. However, this wasn't recorded in the national cancer database, so the relationship between survival outcomes and performance status was not analyzed.
Moreover, other studies didn't demonstrate the relationship of the radiation dose and survival outcomes because it would increase the confounding effect.
The limitation of our study is the belated follow up of some patients, due to distance from the hospital to their accommodations. Although we plan to have a standard follow up and treatment, some recurrent patients cannot visit as soon as we expected. Their treatment was delayed, so their survival times were less than some patients in other studies. 
